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DETAILED ACTION 

Claims 1-6 are pending in the instant application. 

Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .1 7(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on August 
6, 2008 has been entered. 

Previous Claim Rejections - 35 USC § 102 

Claims 1-4 were previously rejected under 35 U.S.C. 102(b) as anticipated by 
Tang et al. (USPN 5,834,504). 

Applicant has asserted that the amendment to claim 1 to revise the definition of 
m to exclude 0 removes the anticipated subject matter. Applicant is correct in the case 
of claims 1 , 2, and 4, however claim 3 still contains an anticipated species and the 
rejection is maintained for claim 3. The rejection is withdrawn for claims 1 , 2, and 4. 
Previous Claim Rejections - 35 USC § 103 

Claims 1-5 were previously rejected under 35 U.S.C. 103(a) as being 
unpatentable over Tang et al. (USPN 5,834,504) in view of Plieninger et al. (Liebigs 
Ann. Chem. 1972, 195-201). 

Applicant has asserted that the amendment to claim 1 to revise the definition of 
m to exclude 0 removes the anticipated subject matter. Applicant is correct in the case 
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of claims 1,2,4, and 5, however claim 3 still contains an anticipated species and the 
rejection is maintained for claim 3. The rejection is withdrawn for claims 1,2,4, and 5. 

Claim 6 was previously rejected under 35 U.S.C. 103(a) as being unpatentable 
overPlieningeretal. (LiebigsAnn. Chem. 1972, 195-201). 

Applicant has traversed the rejection on the grounds that one of skill in the art 
would not be motivated to change a hydrogen group to a methyl group and that there is 
no disclosure in Plieninger et al. to motivated the person of ordinary skill. Applicant has 
also cited the decisions in KSR v. Teleflex and Takeda v. Alphapharma in support of the 
traversal. 

The Examiner must respectfully disagree. Firstly, the court decisions cited by the 
Applicant are not commensurate in scope with the instant fact pattern. Secondly, the 
decision in KSR specifically states that motivation may be found not only in the prior art 
that is cited, but also in other forums such as market pressures, common sense, 
equivalents, etc... As the courts have already ruled that hydrogen and methyl are 
obvious variants in the absence of some form of secondary considerations, the 
motivation is present and the rejection is maintained. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 
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Claim 3 rejected under 35 U.S.C. 102(b) as anticipated by Tang et al. (USPN 
5,834,504). 

The instant application is drawn to compounds of formula I: 




with substitutions as defined. Included is the species 3-[(3,5- 
dimethyl-1H-pyrrol-2-yl)[ 14 C]methylene-1,3-dihydro-2H-indol-2-one. 

Tang et al. teach the compound 3-[(3,5-dimethyl-1H-pyrrol-2-yl)methylene-1,3- 
dihydro-2H-indol-2-one. This reads on the claims because 14 C is within the natural 
abundance of carbon atoms and therefore the compound is inherently present in Tang 
et al.'s synthesis. See column 22, lines 42-49. 

Claims 1 , 2, and 4 rejected under 35 U.S.C. 1 02(b) as anticipated by Tang et al. 
(WO 96/40116). 

The instant application is drawn to compounds of formula I: 




with substitutions as defined as well as a method of making by 
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reacting an optionally substituted pyrrol inecarboxaldehyde with an oxoindole in basic 
conditions. 

Tang et al. teach the compound 5-chloro-3-[(3,5-dimethyl-1H-pyrrol-2- 
yl)methylene-1 ,3-dihydro-2H-indol-2-one along with the method of making by reacting 
the oxindole with optionally substituted pyrrolinecarboxaldehyde in piperidine. This 
reads on the claims because 14 C is within the natural abundance of carbon atoms and 
therefore the compound is inherently present in Tang et al.'s synthesis. See column 22, 
lines 42-49. 



Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 
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This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 1 03(a). 

Claim 3 rejected under 35 U.S.C. 1 03(a) as being unpatentable over Tang et al. 
(USPN 5,834,504) in view of Plieninger et al. (LiebigsAnn. Chem. 1972, 195-201). 

The instant application is drawn to compounds of formula I: 




with substitutions as defined and a method of making by 
reacting an optionally substituted pyrrol inecarboxaldehyde with an oxoindole in basic 
conditions, specifically pyrrolidine. Included is the species 3-[(3,5-dimethyl-1H-pyrrol-2- 
yl)[ 14 C]methylene-1,3-dihydro-2H-indol-2-one. 

Determination of the scope and content of the prior art (MPEP §2141.01) 
Tang et al. teach the compound 3-[(3,5-dimethyl-1H-pyrrol-2-yl)methylene-1,3- 
dihydro-2H-indol-2-one along with the method of making by reacting the oxindole with 
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optionally substituted pyrrol inecarboxaldehyde in piperidine. See column 22, lines 42- 
49. 

Ascertainment of the difference between the prior art and the claims (MPEP §2141.02) 
Tang et al. do not teach that 14 C is present in the methylene group in more than 
the natural abundance, nor that the synthesis is done in pyrrolidine. 

Finding of prima facie obviousness-rational and motivation (MPEP §2142-2413) 



14 C. See page 196, compound 5 and page 198, second full paragraph. One of skill in 
the art would be able to make the switch from piperidine to pyrrolidine as the base for 
reaction as they are both cyclic nitrogenous bases. Additionally, one of skill in the art 
routinely uses radioisotopes for studies within the body for absorption, distribution, 
metabolism, and excretion studies. 

Therefore, it would have been obvious to one of ordinary skill in the art at the 
time of the claimed invention was made to follow the synthetic scheme of Tang et al. 
with the 14 C replacement of Plieninger et al. using pyrrolidine instead of piperidine to 
make the claimed invention with a reasonable expectation of success. The motivation 
to do so is that radiolabeled compounds can be easily analyzed by mass spectroscopy 
in order to determine various aspects of the body, such as how much unnatural 
testosterone is within a human's system. 

Thus, the claimed invention as a whole was prima facie obviousness over the 
combined teachings of the prior art. 




k 



Plieninger et al. teach 



in which the carbon of the aldehyde group is 
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Claim 1, 2, 4, and 5 rejected under 35 U.S.C. 103(a) as being unpatentable over 
Tang et al. (WO 96/401 16) in view of Plieninger et al. (LiebigsAnn. Chem. 1972, 195- 
201). 

The instant application is drawn to compounds of formula I: 




with substitutions as defined and a method of making by 
reacting an optionally substituted pyrrol inecarboxaldehyde with an oxoindole in basic 
conditions, specifically pyrrolidine. 

Determination of the scope and content of the prior art (MPEP §2141.01) 
Tang et al. teach the compound 5-chloro3-[(3,5-dimethyl-1H-pyrrol-2- 
yl)methylene-1 ,3-dihydro-2H-indol-2-one along with the method of making by reacting 
the oxindole with optionally substituted pyrrolinecarboxaldehyde in piperidine. See 
column 22, lines 42-49. 

Ascertainment of the difference between the prior art and the claims (MPEP §2141.02) 
Tang et al. do not teach that 14 C is present in the methylene group in more than 
the natural abundance, nor that the synthesis is done in pyrrolidine. 

Finding of prima facie obviousness-rational and motivation (MPEP §2142-2413) 
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OKC-O-H 

Plieninger et al. teach k in which the carbon of the aldehyde group is 
14 C. See page 196, compound 5 and page 198, second full paragraph. One of skill in 
the art would be able to make the switch from piperidine to pyrrolidine as the base for 
reaction as they are both cyclic nitrogenous bases. Additionally, one of skill in the art 
routinely uses radioisotopes for studies within the body for absorption, distribution, 
metabolism, and excretion studies. 

Therefore, it would have been obvious to one of ordinary skill in the art at the 
time of the claimed invention was made to follow the synthetic scheme of Tang et al. 
with the 14 C replacement of Plieninger et al. using pyrrolidine instead of piperidine to 
make the claimed invention with a reasonable expectation of success. The motivation 
to do so is that radiolabeled compounds can be easily analyzed by mass spectroscopy 
in order to determine various aspects of the body, such as how much unnatural 
testosterone is within a human's system. 

Thus, the claimed invention as a whole was prima facie obviousness over the 
combined teachings of the prior art. 

Claim 6 rejected under 35 U.S.C. 103(a) as being unpatentable over Plieninger 
etal. {LiebigsAnn. Chem. 1972, 195-201). 
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The instant application is drawn to compounds of the formulae 




with substitutions as defined. 



Determination of the scope and content of the prior art (MPEP §2141.01) 




Plieninger et al. teach 



in which the carbon of the aldehyde group is 



14 C. See page 196, compound 5 and page 198, second full paragraph. 
Ascertainment of the difference between the prior art and the claims (MPEP §2141.02) 

Plieninger et al. do not teach a methyl group in the 5-position of the pyrrolidine. 
Finding of prima facie obviousness-rational and motivation (MPEP §2142-2413) 

It is known that compounds having similar structures have similar effects, 
especially when the difference is a hydrogen over a methyl group, which also provides 
the motivation and the reasonable expectation of success. See the decision of In re 
Wood, Whittaker, Stirling, and Qhta (199 USPQ 137). 

Thus, the claimed invention as a whole was prima facie obviousness over the 
combined teachings of the prior art. 



Claims 1-6 are rejected. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Joseph R. Kosack whose telephone number is 
(571)272-5575. The examiner can normally be reached on M-Th 6:30-5:00. 



Conclusion 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joseph McKane can be reached on (571)-272-0699. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Joseph R Kosack/ 
Examiner, Art Unit 1626 



/REI-TSANG SHIAO/ 
Primary Examiner, Art Unit 1626 



